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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Attorney Oocket No, 0402S3-0 182 

In patent applic?inon of 

David Reginald ADAMS ct aL Group Art Unit: 1626 

Serial No. 09/600>63]t Examiner: Anderson 

Filed: February 12th. 2001 

Fon AZETIDINECARBOXAMDE DERIVATIVES FOR TREATING CNS DISORDERS 

r 

i DECLARATION UNDER 37 CFR § 1-132 

I OF NATHANIEL .TULIUS MQNCK 

Commissioner for Patents 
Washington, D.C. 20231 

Sit: 

I, Nathaniel Julius Monck, the undersigned, a citizen of Great Britain and a resident of 
Wokingham, United Kingdom, do hereby declare that: 

1. I am one of the co-inventors of the invention described in the above- 
identified patent application entitled "AZETIDINECARBOXAMIDB DERIVATIVES FOR 
TREATING CNS DISORDERS^' which was given United States Serial No. 09/600,631, and 
accordingly I am familiar with the content of the present application. 

' 2-1 graduated as a Bachelor of Science from University of Bristol in 1990, and 

, completed a Doctoral Degree from Imperial College, London University in 1993. 

3, Since August 1996, I have been employed by VBRNALIS RESEARCH 
LIMITED, assignee of the above-identified application, where I have been engaged in 
research and development of drugs useful in the treatment of CNS disorders, particularly 
anxiolytics. 

4, I attach my Curriculum Vitae. _ 

5, It is my understanding that the Examiner considers that tlie claimed subject- 
matter is obvious over GB-872447 and EP-01941 12, and one of the reasons for the objection 
is that the comparative data submitted to date relate only to Example 20 of the present 

i application. However, there is a considerable amount of additional data previously collected 




IN THE UNITED 
STATES PATENT AND 
TRADEMARK OFfiQE 



03/-07/2003 16: 48 CfiRPWELSaRANSFORD ^ 0012026725399 

U.S. Application No. 09/600,631 



NO. 985 t?005 



which demonstrate that the compounds claimed in the present Application arc unexpectedly 
superior over those of this prior art. These Experiments were carried out by me or under my 
direct supervision. The experimental results are presented in Table I below. Tlie Table 
contains data which were not originally presented in the specification as filed, and relate to 
specific Examples already included in the present application, as well as to prior art 
compounds which contain an unsubstituted aryl group. 

Table 1 : Antagonism of 3-MPA-Induced Seizures 



Compound ^ SC SV 



1 -caxbamoyl-3-phenylazetidine (GB-872447) 


22.9 


1B.5 


1 -carbamoy 1-3-naphthylazetidine 


22.9 


18 


Example 11; R* 


= 3,4-dichlorophenyl 


42.8 


22.1 


Example 12; R' 


= 3,4-dichlorophenyl 


45.8 


22.1 


Example 13; 


= 3,4-dichlorophenyl 


31.5 


13.6 


Example 16; 


- 4-trifluoromethylphenyl 


44,2 


13.6 


Example 17; R^ 


^ 3-trifluoromethylphenyl 


129.7 


15,6 


Example 18; R^ 


= 3-trifluoromethylphenyl 


54.6 


15.6 


Example 23; R* 


= 3-chloro-4-fluorophenyl 


27.2 


13.6 


Example 25; R* 


- 3,4-difluorophenyl 


45.8 


17-7 


Example 26; 


=!a 3-chloro-4-fluorophenyl 


49.9 


16.2 


Example 28; R^ 


= 3-trifluoromethyl-4-fluorophenyl 94,4 


17.7 


Example 29; R' 


= 3-chlorophenyl 


129.3 


18.6 



SC = seiziure threshold after treatment with test compound 
SV seizure threshold in vehicle treated group 



6. The data in the Table show that the compounds of the present invendon 
exhibit a significant improvement over the unsubstituted prior art compounds since they 
significantly increase the dose of 3-MPA to initiate a seizure response. Thus, it is reasonable 
to conclude that the compounds of the invention which contain a substituted aryl group arc 
unexpectedly more potent anti-convulsant agents than compounds which contain an 
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unsubstiluted ar>'l group. I consider that this improvement could not have been piedicted, 
whether in view of GB-872447 or a combination of GB-872447 and EP-01 94 112, 

I furtlier declare that all statements herein of my own knowledge are true and that all 
statements made on infornaatiofl and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonnaent, or both, under Section 1001 of Title 18 of the United 
States Code, and that such willful false statements may jeopardize the validity of the 
application or any patent issued thereon. 




Nathaniel Julius Monck 
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Studies towards the total synthesis of gibberellic acid GA203> the total 
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University of Bristol, 
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